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> I am an examiner in Workgroup: 



Example: 1610 



> Relevant prior art found, search results used as follows: 

□ 102 rejection 

□ 103 rejection 

□ Cited as being of interest. 

□ Helped examiner better understand the invention. 

□ Helped examiner better understand the state of the art in their technology. 

Types of relevant prior art found: 

□ Foreign Patent(s) 

□ Non-Patent Literature 

(journal articles, conference proceedings, new product announcements etc.) 

> Relevant prior art not found: 

□ Results verified the lack of relevant prior art (helped determine patentability). 

□ Results were not useful in determining patentability or understanding the invention. 



Comments: 




C36H33F2N3O5 
Exact Mass: 625.24 
Mol.Wt: 625.66 
m/e: 

C, 69.11; H, 5.32; F, 6.07; N, 6.72; 0, 12.79 
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=> fil reg; d stat que 19; fil capl; d que nos 110; fil uspatf; d que nos 111; fil 
marpat; d stat que 114 

FILE 1 REGISTRY 1 ENTERED AT 15 : 44:45 ON 11 DEC 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 10 DEC 2003 HIGHEST RN 625425-12-9 
DICTIONARY FILE UPDATES: 10 DEC 2003 HIGHEST RN 625425-12-9 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http : / /www . cas . org/ONLINE/DBSS/regist ryss . html 



L7 STR 

f 55 



54 c^ 0 47 065 066 067 068 



C^C CvvN 



12 53 



i sUisi* u-vi/k i^ i'W i t& dic:? clM 

< &*' j 

Gl-^C-^Cb 

48 49 50 



REP Gl=(0-1) CH2 ■ j 

REP G5=(0-3) A-C^\ n:;V'hv^V^iw,.i&-^ 

VAR G7=0/S/65-ll 66-13/67-11 68-13/67-13 68-11 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
GGCAT IS UNS AT 50 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 26 

STEREO ATTRIBUTES : NONE 

L9 5 SEA FILE=REGISTRY SSS FUL L7 

100.0% PROCESSED 7 67 ITERATIONS 5 ANSWERS 

SEARCH TIME: 00.00.01 
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FILE 'CAPLUS' ENTERED AT 15:44:45 ON 11 DEC 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN . Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 11 Dec 2003 VOL 139 ISS 24 
FILE LAST UPDATED: 10 Dec 2003 ( 20031210/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



L7 STR 

L9 5 SEA FILE-REGISTRY SSS FUL L7 

L10 2 SEA FILE=CAPLUS ABB-ON L9 



FILE 'USPATFULL 1 ENTERED AT 15:44:45 ON 11 DEC 2003 

CA INDEXING COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE COVERS 1971 TO PATENT PUBLICATION DATE: 11 Dec 2003 (20031211/PD) 

FILE LAST UPDATED: 11 Dec 2003 (20031211/ED) 

HIGHEST GRANTED PATENT NUMBER: US6662368 

HIGHEST APPLICATION PUBLICATION NUMBER: US2003229929 

CA INDEXING IS CURRENT THROUGH 11 Dec 2003 (20031211/UPCA) 

ISSUE CLASS FIELDS (/INCL) CURRENT THROUGH: 11 Dec 2003 (20031211/PD) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Oct 2003 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Oct 2003 

»> US PAT 2 is now available. US PAT FULL contains full text of the «< 

»> original, i.e., the earliest published granted patents or «< 

»> applications. US PAT 2 contains full text of the latest US «< 

»> publications, starting in 2001, for the inventions covered in «< 

»> US PAT FULL . A US PAT FULL record contains not only the original «< 

»> published document but also a list of any subsequent «< 

»> publications. The publication number, patent kind code, and 

»> publication date for all the US publications for an invention «< 

»> are displayed in the PI (Patent Information) field of US PAT FULL «< 

»> records and may be searched in standard search fields, e.g., /PN, «< 

»> /PK, etc. <<K 

»> US PAT FULL and US PAT 2 can be accessed and searched together «< 
»> through the new cluster US PAT ALL. Type FILE USPATALL to «< 
»> enter this cluster. <<<c 



>» 



«< 



>» Use USPATALL when searching terms such as patent assignees, «< 
»> classifications, or claims, that may potentially change from 
»> the earliest to the latest publication. «< 

This file contains CAS Registry Numbers for easy and accurate 
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L7 STR 

L9 5 SEA FILE-REGISTRY SSS FUL L7 

Lll 1 SEA FILE-US PAT FULL ABB=ON L9 



FILE 1 MARPAT 1 ENTERED AT 15:44:45 ON 11 DEC 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

FILE CONTENT: 1988-PRESENT (VOL 104 ISS 15-VOL 139 ISS23) (20031205ED) 

MOST RECENT CITATIONS FOR PATENTS FROM FIVE MAJOR ISSUING AGENCIES 
(COVERAGE TO THESE DATES IS NOT COMPLETE) : 

US 6642272 04 NOV 2003 
DE 10317295 30 OCT 200.3 
EP 1361251 12 NOV 2003 
JP 2003321470 11 NOV 2003 
WO 2003092890 13 NOV 2003 

Structure search limits have been raised. See HELP SLIMIT for the new, 
higher limits. 



L12 STR 

55 

C^C C-/vN 

54 Q ^ 0 47 @65 (§66 @67@68 

12 53 \ HI 

Gl-^C-^Cb 
48 49 50 

REP Gl=(0-1) CH2 
REP G5=(0-3) A 

VAR G7=0/S/65-ll 66-13/67-11 68-13/67-13 68-11 

NODE ATTRIBUTES: 

DEFAULT MLEVEL IS ATOM 

MLEVEL IS CLASS AT 50 

GGCAT IS UNS AT 50 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 26 

STEREO ATTRIBUTES: NONE 

L14 12 SEA FILE=MARPAT SSS FUL L12 

100.0% PROCESSED 16666 ITERATIONS 12 ANSWERS 

SEARCH TIME: 00.00.32 
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=> dup rem 110,111,114 

FILE 'CAPLUS' ENTERED AT 15:44:51 ON 11 DEC 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE f US PAT FULL 1 ENTERED AT 15:44:51 ON 11 DEC 2003 

CA INDEXING COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 1 MAR PAT 1 ENTERED AT 15:44:51 ON 11 DEC 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

PROCESSING COMPLETED FOR L10 

PROCESSING COMPLETED FOR Lll 

PROCESSING COMPLETED FOR L14 

L16 13 DUP REM L10 Lll L14 (2 DUPLICATES REMOVED) 

ANSWERS '1-2' FROM FILE CAPLUS 
ANSWER '3' FROM FILE US PAT FULL 
ANSWERS M-13 1 FROM FILE MARPAT 

=> d ibib abs hitstr 1-3; d ibib abs qhit 4-13; fil cao; d que nos 115; fil horn 

LI 6 ANSWER 1 OF 13 CAPLUS COPYRIGHT 2003 ACS on STN DUPLICATE 1 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2002: 658086 CAPLUS 
137:185497 

Preparation of quinolines, isoquinolines and 
phthalazines as GnRH antagonists 

Strehlke, Peter; Droescher, Peter; Buehmann, Ulrich; 
Schmees, Norbert; Muhn, Peter; Hess-Stumpp, Holger; 
Kuehne, Roland; Guenther, Eckhard; Polymeropoulos , 
Emmanuel; Ter Laak, Antonius Marinus 
Schering Aktiengesellschaf t , Germany 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

German 

2 



KIND DATE 



45 pp . 



WO 2002066437 

W: AE, AG, 
CO, CR, 
GM, HR, 
LS, LT, 
PL, PT, 
UA, UG, 
RW: GH, GM, 
CY, DE, 
BF, BJ, 
DE 10108271 
EP 1362034 

R: AT, BE, 
IE, SI, 

PRIORITY APPLN. INFO 



OTHER SOURCE (S) : 



Al 
AL, AM, 
CU, CZ, 
HU, ID, 
LU, LV, 
RO, RU, 
UZ, VN, 
KE, LS, 
DK, ES, 
CF, CG, 

Al 

Al 
CH, DE, 
LT, LV, 



2002 
AT, 
DE, 
IL, 
MA, 
SD, 
YU, 
MW, 
FI, 
CI, 
2002 
2003 
DK, 
FI, 



0829 
AU, 
DK, 
IN, 
MD, 
SE, 
ZA, 
MZ, 
FR, 
CM, 
08.22 
1119 
ES, 
RO, 



AZ, 
DM, 
IS, 
MG, 
SG, 
ZM, 
SD, 
GB, 
GA, 



FR, 
MK, 



MARPAT 137:1854 



APPLICATION NO. DATE 

WO 2002-EP1882 20020221 
BA, BB, BG, BR, BY, BZ, CA, 
DZ, EC, EE, ES, FI, GB, GD, 
JP, KE, KG, KP, KR, KZ, LC, 
MK, MN, MW, MX, MZ, NO, NZ, 
SI, SK, SL, TJ, TM, TN, TR, 
ZW, AM, AZ, BY, KG, KZ, MD, 
SL, SZ, TZ, UG, ZM, ZW, AT, 
GR, IE, IT, LU, MC, NL, PT, 
GN, GQ, GW, ML, MR, NE, SN, 
DE 2001-10108271 20010221 
EP 2002-716803 20020221 
GB, GR, IT, LI, LU, NL, SE, 
CY, AL, TR 
DE 2001-10108271 A 20010221 
US 2001-274914P P 20010313 
WO 2002-EP1882 W 20020221 
97 



CH, CN, 

GE, GH, 

LK, LR, 

OM, PH, 

TT, TZ, 

RU, TJ, TM 

BE, CH, 

SE, TR, 

TD, TG 



MC, PT, 
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GI 



R6 O 




AB Title compds, [I; Rl = COR11, cyano, C02R12, CONR12R13, etc.; Rll, R12 = 
(satd.) (hetero) cyclyl, alkyl, (substituted) Ph, furanyl, thiophenyl; R13 

- H, alkyl; R2 - CHR21R22, etc.; R21 = H, alkyl, (substituted) Ph; R22 « 

. (substituted) Ph, naphthyl; R3 « H, alkyl; R4 « H, alkyl, halo; R5 « Ql; G 

- CH:CH, CH:N, N:CH, 0, S; Z = bond, O, S, etc.; L - CH2, NH; P = CO, SOx; 
x = 0-2; R - (substituted) amino, (branched) (substituted) alkyl, 3-7 
membered cycloalkyl; R6 = CH2NR61R62; R61 - H, alkyl; R62 - alkyl, 
(substituted) aralkyl] , were prepd. Thus, a mixt . of N-benzylamine and 

N, N-diisopropylethylamine was added to 78 mg 6- ( 4-acetamidophenoxy) -5- 
(chloromethyl) -1- (2, 6-dif luorobenzyl) -1, 4-dihydro-4-oxo-quinoline-3- 
carboxylic acid Et ester (prepn. given) in DMF at 0. degree, followed by 
stirring for 20 h at room temp, to give 70 mg 6- ( 4-acetamidophenoxy) -5- (N- 
benzyl-N-methylaminomethyl) -1- (2, 6-dif luorobenzyl) -1, 4~dihydro-4- 
oxoquinoline-3-carboxylic acid Et ester. The anal, of the antagonistic 
activity is given. 
IT 445460-16-2P 445460-26-4P 451485-43-1P 
451485-45-3P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation).; THU 
'(Therapeutic use); BIOL (Biological study) ; PREP (Preparation); USES 
(Uses) 

(prepn. of quinolines, isoquinolines and phthalazines as GnRH 
antagonists) 
RN 445460-16-2 CAPLUS 

CN 3-Quinolinecarboxylic acid, 6- [4- (acetylamino) phenoxy] -1- [ (2, 6- 

dif luorophenyl) methyl] -1, 4-dihydro-5- [ [methyl (phenylmethyl) amino] methyl] -4 
oxo-, ethyl ester (9CI) (CA INDEX NAME) 




Ph-CH2-N- CH2 
RN 445460-26-4 CAPLUS 

CN 3-Quinolinecarboxylic acid, 1- [ (2, 6-dif luorophenyl ) methyl] -1, 4-dihydro-6- 
[4- [ (methylamino) carbonyl] phenoxy] -5- [ [methyl (phenylmethyl) amino] methyl] -4 
oxo-, ethyl ester (9CI) (CA INDEX NAME) 
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Me 



RN 451485-43-1 CAPLUS 

CN 3-Quinolinecarboxylic acid, 6- [4- (acetylamino) phenoxy] -1, 4-dihydro-5 
[ [methyl (phenylmethyl) amino] methyl] -4-oxo-l- [ [2- 

(trifluoromethyl)phenyl]methyl]-, ethyl ester (9CI) (CA INDEX NAME) 




Me 



RN 451485-45-3 CAPLUS 

CN 3-Quinolinecarboxylic acid, 6- [4- (acetylamino) phenoxy] -1, 4-dihydro-5- 

[ [methyl (phenylmethyl) amino] methyl] -1- ( 1-naphthalenylmethyl) -4-oxo-, ethyl 
ester (9CI) (CA INDEX NAME) 
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REFERENCE COUNT: 



L16 ANSWER 2 OF 13 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) 



PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 

PATENT NO. KIND DATE 



2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CAPLUS COPYRIGHT 2003 ACS on STN DUPLICATE 2 
2002:632477 CAPLUS 
137:154937 

Preparation of quinolines, isoquinolines and 
phthalazines as GnRH antagonists 

Strehlke, Peter; Droescher, Peter; Buehmann, Ulrich; 
Schmees, Norbert; Muhn, Peter; Hess-Stumpp, Holger; 
Kuehne, Roland; Guenther, Eckhard; Polymeropoulos, 
Emmanuel; Ter Laak, Antonius Marinus 
Schering A.-G. , Germany ^ I 

Ger. Of fen., 18 pp. J'tf. ■ * 

CODEN: GWXXBX 
Patent 
German 
2 



DE 10108271 

WO 2002066437 
. W: AE, AG, 
CO, CR, 
GM, HR, 
LS, LT, 
PL, PT, 
UA, UG, 
RW: GH, GM, 
CY, DE, 
BF, BJ, 

US 2003105328 

EP 1362034 

R: AT, BE, 
IE, SI, 

PRIORITY APPLN. INFO 



OTHER SOURCE (S) : 
GI 



Al 

Al 
AL, AM, 
CU, CZ, 
HU, ID, 
LU, LV, 
RO, RU, 
UZ, VN, 
KE, LS, 
DK, ES, 
CF, CG, 

Al 

Al 
CH, DE, 
LT, LV, 



20020822 
20020829 
AT, AU, 
DE, DK, 
IL, IN, 
MA, MD, 
SD, SE, 
YU, ZA, 
MW, MZ, 
FI, FR, 
CI, CM, 
20030605 
20031119 
DK, ES, 
FI, RO, 



MARPAT 137: 



APPLICATION NO. DATE 

DE 2001-10108271 20010221 
WO 2002-EP1882 20020221 
AZ, BA, BB, BG, BR, BY, BZ, CA, 
DM, DZ, EC, EE, ES, FI, GB, GD, 
IS, JP, KE, KG, KP, KR, KZ, LC, 
MG, MK, MN, MW, MX, MZ, NO, NZ, 
SG, SI, SK, SL, TJ, TM, TN, TR, 
ZM, ZW, AM, AZ, BY, KG, KZ, MD, 
SD, SL, SZ, TZ, UG, ZM, ZW, AT, 
GB, GR, IE, IT, LU, MC, NL, PT, 
GA, GN, GQ, GW, ML, MR, NE, SN, 
US 2002-78£iIW 20020221 
EP 2002 :: 7 , 16803 20020221 
FR, GB, GR, IT, LI, LU, NL, SE, 
MK, CY, AL, TR 

DE 2001-10108271 A 20010221 
US 2001-274914P P 20010313 
WO 2002-EP1882 W 20020221 
154937 



CH, CN, 

GE, GH, 

LK, LR, 

OM, PH, 

TT, TZ, 

RU, T J/ TM 

BE, CH, 

SE, TR, 

TD, TG 



MC, PT, 
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AB Title compels. [I; Rl = COR11, cyano, C02R12, CONR12R13, etc.; Rll, R12 = 
(satd.) cyclyl f heterocyclyl, alkyl, (substituted) Ph, furanyl, 
thiophenyl; R13 = H, alkyl; R2 - CHR21R22, etc.; R21 = H, alkyl, 
(substituted) Ph; R22 = (substituted) Ph, naphthyl; R3 = H, alkyl; R4 = H, 
alkyl, halo; R5 = Ql; G = C:C, C:N, N:C f O, S; Z = bond, O, S, etc.; L - 
CH2 , NH; P = CO, SOx; x = 0-2; R = (substituted) amino, (branched) alkyl, 

3- 7 membered cycloalkyl; R6 - CH2NR61R62; R61 - H, alkyl; R62 = alkyl, 
(substituted) aralkyl, heteroarylalkyl, etc.], were prepd. Thus, 
N-benzylamine and N, N-diisopropylethylamine was added to 78 mg 

6- (4-acetamidophenoxy) -5- (chloromethyl) -1- (2, 6-difluorobenzyl) -1, 4-dihydro- 

4- oxoquinoline-3-carboxylic acid Et ester (prepn, given) in DMF at 
0. degree, followed by stirring for 20 h at room temp, to give 7 0 mg 
6- (4-acetamidophenoxy) -5- (N-benzyl-N-methylaminomethyl ) -1- (2,6- 
difluorobenzyl)-!, 4-dihydro-4-oxoquinoline-3-carboxylic acid Et ester. 
The anal, of the antagonistic activity is given. 

IT 445460-16-2P 445460-26-4P 445460-28-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of quinolines, isoquinolines and phthalazines as GnRH 
antagonists) 
RN 445460-16-2 CAPLUS 

CN 3-Quinolinecarboxylic acid, 6- [4- (acetylamino)phenoxy] -1- [(2,6- 

difluorophenyl) methyl] -1, 4-dihydro-5- [ [methyl (phenylmethyl) amino] methyl] -4- 
oxo-, ethyl ester (9CI) (CA INDEX NAME) 



F | F 




Ph-CH2~N-CH2 



RN 445460-26-4 CAPLUS 

CN 3-Quinolinecarboxylic acid, 1- [ (2, 6-dif luorophenyl) methyl] -1 , 4-dihydro-6- 

[4- [ (methylamino) carbonyl] phenoxy] -5- [ [methyl (phenylmethyl) amino] methyl] -4- 
oxo-, ethyl ester (9CI) (CA INDEX NAME) 
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Ph~CH2-N-CH2 0 
Me 



RN 445460-28-6 CAPLUS 

CN 3-Quinolinecarboxylic acid, 1, 4-dihydro-6- [4- [ (methylamino) carbonyl] phenox 
y] -5- [ [methyl (phenylmethyl) amino] methyl] -1- ( 1-naphthalenylmethyl) -4-oxo-, 
ethyl ester (9CI) (CA INDEX NAME) 




Ph-CH2-N— CH2 0 
Me 



LI 6 ANSWER 3 OF 13 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



USPATFULL on STN 

2003 : 153660 USPATFULL 

Quinoline, isoquinoline and phthalazine derivatives as 
antagonists of the gonadotropin-releasing hormone 
Strehlke, Peter, Berlin, GERMANY, FEDERAL REPUBLIC OF 
Droescher, Peter, Weimar, GERMANY, FEDERAL REPUBLIC OF 
Buehmann, Ulrich, Berlin, GERMANY, FEDERAL REPUBLIC OF 
Schmees, Norbert, Berlin, GERMANY, FEDERAL REPUBLIC OF 
Muhn, Peter, Berlin, GERMANY, FEDERAL REPUBLIC OF 
Hess-Stumpp, Holger, Berlin, GERMANY, FEDERAL REPUBLIC 
OF 

Kuhne, Ronald, Berlin, GERMANY, FEDERAL REPUBLIC OF 
Guenther, Eckhard, Maintal, GERMANY, FEDERAL REPUBLIC 
OF 

Polymeropoulos, Emmanual, Frankfurt, GERMANY, FEDERAL 
REPUBLIC OF 
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Utility 
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902 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to new quinoline, isoquinoline and phthalazine 

derivatives as antagonists of the gonadotropin-releasing hormone. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 445460-16-2P 445460-26-4P 445460-28-6P 

(prepn. of quinolines, isoquinolines and phthalazines as GnRH 
antagonists) 
RN 445460-16-2 US PAT FULL 

CN 3-Quinolinecarboxylic acid, 6- [4- (acetylamino) phenoxy] -1- [ (2, 6- 

dif luorophenyl) methyl] -1, 4-dihydro-5- [ [methyl (phenylmethyl) amino] methyl] 
4-oxo-, ethyl ester (9CI) (CA INDEX NAME) 



AcNH 




Ph-CH2~N- CH2 



RN 4454 60-26-4 US PAT FULL 

CN 3-Quinolinecarboxylic acid, 1- [ (2 , 6-dif luorophenyl) methyl] -1 , 4-dihydro-6- 
[4- [ (methylamino) carbonyl] phenoxy] -5- [ [methyl (phenylmethyl) amino] methyl] 
4-oxo-, ethyl ester (9CI) (CA INDEX NAME) 
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Me 



RN 4-45460-28-6 US PAT FULL 

CN 3-Quinolinecarboxylic acid, 1, 4-dihydro-6- [4- [ (methylamino) carbonyl] phenox 
y] -5- [ [methyl (phenylmethyl ) amino] methyl] -1- ( 1-naphthalenylmethyl) -4-oxo- 
, ethyl ester (9CI) (CA INDEX NAME) 




Me 
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US 2001-800422 20010305 



WO 2002-CA208 



20020220 



US 2002123483 Al 20020905 

US 6515001 B2 20030204 

WO 2002069961 Al 20020912 

WO 2002069961 CI 20031030 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 
LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, OM, PH, 
PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, 
UA, UG, US, UZ, VN, YU, ZA, ZM, ZW, AM, AZ, BY, KG, KZ, MD, RU, 
TJ, TM 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, CH, 
CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, 
BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
*ITY APPLN. INFO,: US 2001-800422 20010305 

US 2001-992541 20011113 
Therapeutic and biol. uses of chemokine receptor-binding compds . (e.g., 
chemokine receptor ligands such as chemokine receptor agonists or 
antagonists), such as benzopyrone derivs . and analogs, including uses in 
the treatment of chemokine and chemokine receptor-mediated diseases, are 
described. The relevant chemokine may be, for example, interleukin-8 
(IL-8), and the relevant chemokine receptors may be, for example, 
corresponding chemokine receptors {CXCR-1 and/or CXCR-2) . In other 
aspects, the invention provides corresponding pharmaceutical compns . ' and 
therapeutic methods. In one aspect, for example, the invention provides 
for the use of 7- [benzopyrone-5 1 ( 3 1 -amino) -thiazole] -phenylalanine-benyl 
ester in the treatment of inflammatory and autoimmune diseases. 



AB 



MSTR 1 



no 

c=o 



CH C(0)-0 Gl 



G9 
Gl 




G3 



G3 = CH2Ph (SO) / 31 
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MPL: claim 1 

NTE: or pharmaceutically acceptable salts 
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EP 1310498 A2 20030514 

EP 1310498 A3 20030521 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, SK 

BR 2002002563 A 20030429 BR 2002-2563 20020708 

US 2003130277 Al 20030710 US 2002-191593 20020709 

INFO.: US 2001-304311P 20010709 



PRIORITY APPLN 
GI 





II 



AB The title compds . I [wherein Rl = alkyl; R2 = H or (un) substituted amino 
R3 = H, halo-CH2, NCCH2, alkyl, (un) substituted amino (carbonyl) CH2, . 
Q1-(C0)CH2, or Ql; Ql « 4-12 membered (hetero) cyclyl or (hetero) bicyclyl 
Y1-Y4 = independently H, halo, alkyl, alkoxy, alkylthio, Ql, 
(un) substituted amino (carbonyl) , alkyl-02CCH : CH, Ql-CONH, or 
alkoxycarbonyl] and pharmaceutically acceptable salts are prepd. as 
protein kinase C inhibitors. For example, 4-iodo-l-methyl-lH-pyrazole-5 
carboxylic acid was reacted with 4-f luoroaniline in H20 in the presence 
Cu powder and Na2C03 to give 4- [ (4-f luorophenyl) amino] -1-methyl-lH- 
pyrazole-5-carboxylic acid (61%) . The above acid was treated with POC13 
to afford II (38%). I showed IC50 of 0.1-1 .mu.M against protein kinase 
C. 
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/ 

Gl 




N 



G15 



G3 



- 17 



HJC- 



-G4 



G4 = Cb<EC (4-12) C, BD (0-) D, RC (l-2)> (SO (1-) G8) 

G15 = o-C6H4 (SR (1-) G16) 
G16 = 53 / 216 



j(0)-G29 



216 




G30 



G29 - NH2 
MPL: claim 1 

NTE: or pharmaceutically acceptable salts 
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AB The luminescent triazapentacene deriv. I (Rl-4 = H, halo, alkyl, alkenyl, 
aryl, heterocycle, C02R11, etc.; Rll = alkyl, alkenyl, aryl, heterocycle; 
R5-7 = H, alkyl, alkenyl, aryl, heterocycle; R8-10 = oxygen, carbon having 
two cyano groups, nitrogen having cyano group) . An electroluminescent 
device comprises a plurality of org. thin films, wherein the deriv. is 
included at least one of the org. films. The deriv. works as a 
hole-transporting material or a guest for a luminescent host. 

MSTR 1 




Gl 
G3 
G4 

MPL: 



= CN / Ph 
- CH2Ph 
= O 

claim 1 
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IL-8 receptor ligands * drugs for inflammatory and 
autoimmune diseases 

Saxena, Geeta; Tudan, Christopher R. ; Cheng, Nick N. 
Salari, Hassan 

Chemokine Therapeutics Corporation, Can. 

PCT Int. Appl. , 47 pp. 

CODEN: PIXXD2 

Patent 

English 

3 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 


2002069961 


Al 




20020912 




WO 


2002-CA208 


20020220 






wo 


2002069961 


CI 




20031030 






















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, BY, 


BZ, 


CA, 


CH, 


CN, 






CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, FI, 


GB, 


GD, 


GE, 


GH, 






GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, KR, 


KZ, 


LC, 


LK, 


LR, 






LS, 


LT, 


LU, 
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MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, MZ, 


NO, 


NZ, 


OM, 


PH, 






PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, TM, 


TN, 


TR, 


TT, 


TZ, 






UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZM, 


ZW, 


AM, 


AZ, BY, 


KG, 


KZ, 


MD, 


RU, 






TJ, 


TM 






























RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, ZM, 


ZW, 


AT, 


BE, 


CH, 






CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, MC, 


NL, 


PT, 


SE, 


TR, 






BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, MR, 


NE, 


SN, 


TD, 


TG 


US 


2002123483 


Al 




20020905 




US 


2001-800422 


20010305 






us 


6515001 




B2 




20030204 




















us 


2003004136 


Al 


20030102 




US 


2001-992541 


20011113 






JTY 


APPLN . 


INFO. 












US 


2001-800422 


20010305 
























us 


2001-992541 


20011113 







AB The invention provides therapeutic and biol. uses of chemokine-receptor- 
binding compds . (including chemokine receptor ligands such as chemokine 
receptor agonists or antagonists), such as benzopyrone derivs . , including 
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uses in the treatment of disease states mediated by chemokines. The 
relevant chemokine may for example be interleukin-8 (IL-8), and the 
relevant chemokine receptors may for example be corresponding chemokine 
receptors (CXCR-1 and/or CXCR-2) . In other aspects, the invention 
provides corresponding pharmaceutical compns . and therapeutic methods, 
one aspect, for example, the invention provides for the use of 
7- [benzopyrone-5 1 (3 ' -amino) -thiazole] -phenylalanine-benzyl ester in the 
treatment of disease. 



In 



MSTR 1 



G10 

C=0 



CH — C(0)-0 Gl 



G9 
Gl 



- 2 




2 f~G3 



G3 



= CH2Ph (SO) / 31 



3 5<0)-G4 



G4 - NH2 

MPL: claim 1 

NTE: or pharmaceutically acceptable salts 
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2002026713 


Al 


20020404 




WO 2001-GB4337 


20010928 






W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PH, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 
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LS, 


MW, 


MZ, 


SD, 
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BE, 
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CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 
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LU, 
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CF, 
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CM, 


GA, 
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ML, 
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SN, 


TD, 


TG 




2001092030 


A5 


20020408 




AU 2001-92030 




20010928 







PRIORITY APPLN. INFO. 



20000929 
20010928 



OTHER SOURCE (S) 
AB 



GB 2000-23918 
WO 2001-GB4337 
CASREACT 136:27 9353 
Approx. 75 quinoline parasiticides were prepd. by cyclization of anilines 
with malonic acid to give quinolines. and the subsequent derivatization of 
the quinolines. Thus, p-toluidine, malonic acid and POC13 were refluxed 5 
h to give 51% 2, 4 -dichloro-6-methyl quinoline (I), which was refluxed in 
methanolic NaOMe 40 h to give 84% 2, 4 -dimethoxy-6~methyl quinoline . Ten of 
the quinoline derivs . were tested as anthelmintics and ecto-parasit.icides 
against Haemonchus contortus, Schistosoma mansoni cercariae, 
Caenorhabditis elegans, Lucilla cuprina, and Boophilus microplus . E.g., 
the LD50 for I against C. elegans after 60 min was 1.5 .mu.M. 



MSTR 3 




Gl 



52 / Ph (SO (1-) G10) 



.£(0 



)-G8 — G4 



G8 - NH 

G9 = CH2Ph 

MPL: claim 1 

NTE: or pharmaceutically acceptable salts, solvates or quaternary ammonium 

salts 

NTE: substitution is restricted 



REFERENCE COUNT: 
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DATE 



US 2002123483 Al 20020905 

US 6515001 B2 20030204 

US 2003004136 Al 20030102 

WO 2002069961 Al 20020912 

WO 2002069961 CI 20031030 
W: 



US 2001-800422 20010305 



US 2001-992541 
WO 2002-CA208 



20011113 
20020220 



RW: 



PRIORITY APPLN. INFO, 



AB 



AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI , GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 
LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, OM, PH, 
PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, 
UA, UG, US, UZ, VN, YU, ZA, ZM, ZW, AM, AZ, BY, KG, KZ, MD, RU, 
TJ, TM 

GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, CH, 
CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, 
BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 

US 2001-800422 20010305 
US 2001-992541 20011113 
The invention provides therapeutic and biol. uses of chemokine-receptor- 
binding compds . (including chemokine receptor ligands such as chemokine 
receptor agonists or antagonists), such as benzopyrone derivs., including 
uses in the treatment of disease states mediated by chemokines. The 
relevant chemokine may for example be interleukin-8 (IL-8), and the 
relevant chemokine receptors may for example be corresponding chemokine 
receptors (CXCR-1 and/or CXCR-2) . In other aspects, the invention 
provides corresponding pharmaceutical compns . and therapeutic methods. In 
one aspect, for example, the invention provides for the use of 
7- [benzopyrone-5 1 (3 1 -amino) -thiazole] -phenylalanine-benzyl ester in the 
treatment of disease. 



MSTR 1 



G10 



HN 

CH C(0)-0- 



-Gl 
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G2 



- 21 



2f - G3 



G3 



= CH2Ph (SO) / 31 



3^(0) G4 



G4 - NH2 

MPL: claim 1 
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Patent 
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DK, ES, FR, 
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20020827 

20021022 

20020801 

20020815 
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APPLICATION NO. DATE 
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NZ, PL, PT, RO, RU, SD, SE, SG, SI, 
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IT, LU, MC, NL, PT, SE, BF, BJ, CF, 
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EP 1999-948738 19991019 
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20020208 
20020208 
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AB The title compds . [I; R1-R4 - H, halo, perhalomethyl, etc; Rl and R2, R2 
and R3, R3 and R4 may form (un) substituted cyclic ring contg . 5-7 carbon 
atoms; A = (un) substituted 5-6 membered cyclic ring; X = a bond, CH:CH, 
0CH20, etc; Ar - (un) substituted arylene, heteroarylene, divalent 
heterocyclic group; R5 = H, OH, halo, etc; R6 = H, OH, halo, etc; R7 = 
H, alkyl, alkenyl, etc; R8 = H, alkyl, alkenyl, etc; Y = 0, S, NH, etc.; 
n = 1-4; m = 0-1], useful in the treatment and/or prevention of conditions 
mediated by nuclear receptors,, in particular the Peroxisome 
Proliferator-Activated Receptors (PPAR) (e.g., in the treatment of^ 
diabetes and/or obesity), were prepd. and formulated. Thus, reacting 
2-(10,ll-dihydrodibenzo[b,f]azepin-5-yl)ethanol with Et 
2-ethoxy-3- (4 -hydroxyphenyl) propionate in the presence of 
triphenylphosphine and di-Et azodicarboxylate afforded 90% II. Compds. I 
are effective at 0.1-70 mg/day in the treatment of adult humans. 
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Gl = CN / Ph 

G8 - 89-11 88-13 




G28 



G28 



G10 « C(O) 

G15 = (1-4) CH2 

G18 = arylene (SO (1-) G19) 

DER: or pharmaceutical^ acceptable salts 

MPL: claim 1 

NTE: additional substitution and ring formation also claimed 
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AB A long-life high-luminance electroluminescent phosphor is represented by a 
quinacridone deriv. I(R1,2 = alkyl, aroiru ring; R3-12 = H, halo, alkyl, 
alkoxy, thioalkoxy, CN, (substituted) amino, OH, mercapto, aryloxy, 
arylthio, alkyl ring, arom. ring, heterocyclic ring) . 

MSTR 1 



G3 



G4 1 



2 Gl G2 0 G6 



K II T f 
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Gl - CH2Ph 

G4 = Ph 

G5 = CN 
MPL: claim 1 

NTE: additional ring formation also claimed 
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AB The invention concerns compds . I and their isomers and addn. salts 

[wherein A - H or CH2B; B = alkyl, C6H3R1R2R3, (un) substituted 3-pyridyl, 
cyclohexyl, or 2-furyl; Zl, Z2 - H, or together form fused carbo- or 
heterocyclic (O, S, N, NH) ring; Z = O or S; X = C02H or derivs . , 
tetrazolyl, CONHS02R6; R6 - (un) substituted alkyl, alkenyl or Ph; R - H, 
halo, OH, SH, C02H, alkyl, phenylthioalkyl, alkoxy, Ph, naphthyl, PhCH2, 
PhCH2CH2, various heterocycles, and PhS, most of which may be substituted; 
R1-R5 = H, halo, OH, alkyl, alkoxy, cyano, N02, etc.; or R2R3 may likewise 
form the rings formed by Zl and Z2, with the proviso that when A = H, then 
Z1Z2 form ring] , I are endothelin receptor antagonists, useful for 
treatment of vascular spasms, renal insufficiency, atherosclerosis, ^ 
hypertension, asthma, osteoporosis, etc. For example, the intermediate II 
(prepn. given) underwent a sequence of condensation with aniline, thermal 
■ cyclization to a dihydroquinolone, N-alkylation with piperonyl bromide, 
and hydrolysis with aq. ethanolic KOH, to give title potassium salt III. 
In tests for inhibition of endothelin receptors A and B in vitro, III had 
IC50 values of 10.6 nM and 606 nM, resp. 
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G13 G8 




Gl 



G13 r J G9 
G13 CH2-G4 



G4 = Ph (SO (1-2) G16) 

G8 =0 

G13 - CN / Ph (SO) 
DER: esters or salts 

DER: and pharmaceutical^ acceptable acid addition salts 

DER: or protected derivatives 

MPL: claim 1 

NTE : additional ring formation allowed 

STE: racemics, enantiomers, and diastereoisomers 
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AB Title compds. I [X = 0, S, SO, S02, NR13; R1-R5 = H, alkyl, alkoxy, halo, 
CF3, cyano, N02, OH, (substituted) amino, C02H, C0NH2, triazin-2-yl, etc.; 
or R3R4, R4R5 = CH:CHCH:CH; R6-R12 = H, alkoxy, acyloxy, halo, CF3, cyano, 
(substituted) alkyl, aryl, aralkyl, aroyl, aryloxy, amino, etc.; or 
adjacent R6-R12 « COOCO, CONR13CO; R13 « H, (substituted) alkyl, acyl, Ph, 
CH2Ph] are prepd. as photosensitizers , color indicators, and 
photo-switchable elements. Thus, N-methyl-1, 2, 4-trichloroacridone, 
phenol, and K2C03 were stirred in N-methylpyrrolidone at 100. degree, for 
18 h to give 93% I (X - NMe, R6 = R8 = CI, others - H) (II). In two 
light-sensitive offset plate compns. in Stouffer wedge tests, II gave very 
visible images with a stability of 24 h, with the last-copied step being 9 
or 10. 
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G2 - CH2Ph (SO) 

G6 = 39 / 49 



G7 



I C G14 

G8 49 



G14 ' « NH2 (SO) 
MPL: claim 15 

NTE: additional ring formation claimed 
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